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^ c]^. *fl3^H ^o.S, mm ****** 3* ^3*8 

°1 7}**M, «HI€^i St 1 * 0 ^ A >-§"* ^ 



S. 2 



23-3 




%% 2005/1/17 



4^>a ^ ^ ^^{CEFURQXIMB AXETIL GRANULE AND PROCESS. FOR THE 

PREPARATION THEREOF} 

£ 2fe ^l^KJ ^m(cefuroxime axetil) a l S^WC^lS* 

3^*13 . gska»^ -HHfr?M **MI 4^ «** 
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<6> 



^(cefuroxime axetil)* ^ * "« ^ 3 * 

tW^ol * 180 M *** 135 -c^ 7>^m 

*a> ^3*8. ^ ^ 70 41*1 95 sar-M* ^It^^J «»■ 

to** *WW yiWM ** *WW 

4 4*41 ^11 *** -M** * **** ^^ ol 



<8> 



<10> 



o)^ H4f *l*fl * **Wr *W ^ *WI 342943 ^ 7l7fl 

tb w> *H*a**W 1 + to*}*HS A 1 A>-§-^ 9X^r. 

Wi j^tf ^ ^cflfi #^3L *^*S $ «nl^ 

ofl 4*** * «t ** *ww "fl* ^« C1W ° W5 * AdoJ * 

^^■i^Pl^#^°J(GSR)AV5l ^ ^-7fl A 1999-0009097 
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at**. ^ 7 1** A> ^ H ^^-^ ***** 

4-71 #4 fc^l* ^>7fl i^} 

*>43 Mis oi*fl #4 ***kEia «°1 #, * >7] * 

44 *H sis] -H-c>sl 4^-§-S7> ^ #=?H 

<11> o H £ ****** 7m *<H^ ^ * W ' * 

^ 4ff y ^4*a i«2*a-4l*<>>2L** 0 lS **** « 

4* k**fte St^M* AWL. 4^-01 *ol^4 $i7fl «*** 

<L>^ * W8* ^* «m*°JM * 

<12> * **<*) -£#*4 oV^Ajol 4^*H Ji^is. *WH * 6 1 

<13> ^ c}h s.^^ ^-71 3^ 4^*^* 4^*Hr 

<14> ^-71 ^4 * **4W*. ^1 H**M Hife * 

JHNJ *M*. *P3*Uha "ll^ls. iM3*4H«o>h**MS * *«M* ^ 

^ -8-8-ai^ 4S€ 4f^J «HI* ^* 
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€ a^^a* ^ Afl^Aj g «7>*h * 3) « 

<16> o)z>\ #Afl*| 

<17> ^ ^o,l rife «M« Bife 

<18> ^. 7l 3^0^ 2:^*^1 ^^*-8r ^*>*i ^714 
<19> (i) Afl^*>g ^AflTfl 

<20> £ a^fcojLfe Afl^HS «MI«* a>***K *1 342943 J:ofl 

7l« HMI*3. **** 3**4**. 3^r Mfl *fl^HS «M* 

€ iL7> tit?*|*th o]** Wl ^o) i^V. 3W15L3. 

<2i> (2) 7>^1«J-^V 

<22> £ «*4 *>*3fe sWJNi «MM 
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tfl* **** ^ 5ft*h *h»*IHW: 7 <^ 

<23> ofl^liMr °flH «H^S(SUCROSE F. A. ESTER (DR 

ES. F-20W))eHb -*^(^ Dai-ichi Kogyo Seiyaku^»^-S. ^^5)3. <& °M , HLB ^ 2 
oIjl, -§-^o] 01 65-68 TCSl -fM'S 

< 24 > ^ ^4) ^-^1^ °fl^31iMr ^3^3 *flW4J ^Ml* 1 ^ 

4 0.2 vfl^l 40 0.5 iJW 10 WM A >^ ^ 

<25> (3) pflsi-am^-^l^^sm^^B. ^-^^1 

< 26 > £ I^^Hl^lellolS ^Wfe, 34- ^ 

^-71 *}^*|^ <fli^S54 ^ l: 0.5-1.5*1 

£ la vfl*l lc^r ^tfle, pflEVa-m^-^m^Hm^^H * , £ 

*lltti ofl^Bi)=. g ^mam^im^a^efloiB -8-8- i-D^ DSC 
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<27> #71 pfl^a-m-a-^^ 0 ^!^ 0 !^- .-frS-^CEudragit, f-^S) 

L100-55(RohmA» <>W^ SL3. X\^JL fli*. 

< 28 > £ nflEj-a^^m^a^^il^H ^^fe 4^KJ i f 1 ^^ ^ 

0.1 xfl*l 30 0.5 « 10 WM «AS <4-§-m ^ 

<29> (4) 

< 30 > ^MHKi' 41^*3. « ^#3«4MI«<>>hM«>15. a* 3 =4 

^i-o] ai^i *43<H *** ^V*sq 

<31> 1) ^14^ ^#^-2-^ 

<32> 2) 7>5L3^ 41* ^>=^H€ 

<33> 3) 7}ZLty& 

<34> 4) <>l£-jiLSHr*l. ^1 ^tRiiMHCamberlite) IRP-88 

<35> 5) ^tKKalginic acid) 

<36> 6) 4^ # e| if- zfl°lB.( sodium starch glycolate) 

< 37 > ^« 7 }# «>^^r <S«-.S.3.fe •a^l^l ^>*«^. 

<38> « *«n*fe jhhhmj i *w o- 05 w 20 w v^*»ii 

^ 0.1 10 <t .3X^. 

<39> (5) ^^-1"^ 
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*H ^ 5*^ WW fl* M°l 

<4i> £ ^>-8-€ *r 5A*r tfl£^<?l *>7l^- 

1l4tS2 oHl^olH a^HMS. *WHH 5L1i:3HH ( 

oHBflolH «**<>1 = . « (shellac), iWatt-a-^M^fl^MS 

<43> -g- ^tg^ 3T14#^ A|^4J *MI« 1 « °- 2 ^ 20 B >^^ 

Tim 0.2 vfl*l 10 WM VSLS. ^ 
<44> (6) ^-§-7"!-^^!: ^7}*l] 

< 45 > £ ^ofl ^ *tHM« 2^!-^ #^°J tfM *W - 

« 37>*fl«- ^ aw ^ fl*. tfla^oj ciJMr, W 

^ ss. ph 7m *wi 7vw « ** ^ 

SftjL, %7>S. ^ 7 >^ ^ 5^- 

<46> *fl*fl£M| S|_£L1& «I*7>*«: **** 1 

0.01 vfl*l 100 *W. O-O 2 W 50 WM tf^S- A >^ ^ 
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<47> 



7\n *w * ^ m 4 ^ ***** 

<48> £ ^si\ *\]^$ ^laHJ** 

<49^ i) T^lltt* * *^H*<HM°>3 , M 0 1= * ** 7> 

<50> 2) **a1<1 *>^1«<HV 6^*3. « H^3*<HM*>H** d lS. *WB **M 

a**** a* **** <m**»- **** ^ 7 > 

<5i> 3) 2)B\ ****** **M* * 4U* ***K? **l 

<52> ^ 1)4H ** *£fe'fl0 ^} 75 -C7\ I***!**. *«* S^* 0 ** ** 

^Bfls. A>*s>7) $)*fWfe, ^ 3)4H <$*}2\ 37l# 35 m^l(mesh) o^s S*|SHr 

<53> #7^ *ol ^12:^ * «14 ^lf¥J <M* «* **°1 *°1*M «^ " 

<54> MA* *« *HH* ^ ^* >7 ^' ^ 

t^CLSL ^*7>^«V ^ S * ^ ^ 

<55> oi*v, *^* -s^h 4MI*I 
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<57><^Aicfl i> Afl^-^-a a 3^ i 

<58> (cf^l 1) Wl^^g Afl^^ ^Hl 1 * aL^HMM^ *flS 

<59> «3« 4^MKJ ^m(«3^: 100 ^ H€ 80CICI *» 16.63 

oMM ol^fl.^ 16.63 7W3L * RH^^". °1 ^ 

oj}^ ^^ 7 ]^ ol-g-^ ^ ^s. 45 37 M 31 

4*&4* 30 40 TJ4W * 3ARV 

<60> 2) >fl^Aj oJ-Xfl^ o^S} 2112: 

<6i> wlol^-Aj ^]^%Aj^o] ^}xg-xl^A> ofl^ a (sucrose .fatty acid ester, 37318-31-3, 
Dai-ichi Kogyo SeiyakuA» 227 g*r -frS^CEudragit , WD L100-55 (RohmA» 318 g* 
^ 75 'C3- 7Ht*H o^Xf. 7>^1«?1 M*Wfl 31.8 g* *a 

SUfc^ €W djt ol* ^ZtA^l^Ai ^^71 ^1 1«M 

181.8 g*r ^^l^Ai W(W **W&. ^ ISPA» 45.4 
715. 3^J**M ^3-^3. WJ'^^ ^ 804 ^r*r£^. 
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<62> <^aH 2> 4^ 2 

<63> ^^S. WMJ a**4MI ***4J «™* . 

(Orchid Chemicals & Pharmaceuticals*}, India)!- a>*1* 1*1 

<64> <^AH 3> <*MI€ 4^ ^12: 3 

< 65 > ^^fls. tt*!* t«4H ^N*** 4n§" ***H« «aA&CAVEBBA»» 3# 

<66> <^ahi 4> ^ 4 

<67> ««R^|3. tt*I43: M«*<>lH<P*iiWtA}>* a}**> 3* afla^* 

<68> <^aH 5> Afl- 3 ^^ ^€ ^U^l ^ ^ a 1 

<69> A^7l -^A]^ i6flA| *12:3 «M« 804 g<% tfl*fl -fr-e^ (Eudragit , 

*3£) L30D-55 (RohmA» 268 gCa«**S*l 80.4 g), HBK1« (Triacetin, 7>A*) 8.04 g 
« *JM* 536 g^ «■ (DALTON)A}^ NQ-160 -fr* 

(bed) *r* ^(bottom spray) o H . <^ ^S-^ 36 *fl*l 39 TC . #^ «■ 

- 24 vfl^ 28 *C. ofl^oj^ o.7 vflAl 0.8 ml/*," ^^(spraying air)^ 40.^*1 50 
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(Eudragit, L30D-55SL 44€ 892.4 g^S: <2$4. 

<?o> «gAH 6> ^Mim ^ ^ 2 

<7i> *MH.*X|H3.« m«t£2 HfHHB(Shin-EtsuA})» A>-g-^ 

4*}^ -SaH 54 *^^s -Si*l*H a**! 892.4 <2£i=h 

<72> <-gAH 7> Afl^HHi ^ ^12: 3 

°1B -frS^ (Eudragit. E-lOOCRohmA]-)* a}** *H4^3Lfe <a>V 

<m 54 ^^s- *w 892 - 4 gS 

<74> <^aH 8> ^Mlt 4^4 ^4 *fl^ 4 

<75> <M«»(ipi*»* 3^ afl^ate 54 

^A]^]-^ 892.4 g# <£5a4. 

<76> <^1^H 1> 33^1^4 1 

< 77 > ^71 5*W A«W9 441" 892.4 g°fl 3022.4 g4 tttf 

_ 21 g o^ JK^fc, 54.0 g4 o>4«* «. 72 g4 o>i^. 354.5 g4 M-HM •> 
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^(tutti-frutti flavor, «|£*<*)» ^ 7 H 20.5 ^> * 21.6 g 

q ? ^^ Bt |- ^7HH tW^ ^hu^ ^t 1 * ^a^lH* 4s*>£^. 

<78> <444 2> 33^1^ 42 2 

<79> 4*14 6 oflAi 4£* 4¥*4 " *HHi 857.7 g4 2.1 g3 JflrM . 14 g^ 

^^^ r> 1.4 ^^^M-Hf", 7 1lltS2, 3,012 ^3.3-^ *3. 

- Wt8: 284 g^ 284 g^ 21 g3 ^ 21.8 g^ 

? ^. WBt A %7\^ z^iLsm 4**na *i2*r£tr. 

<80>.<Al^^l 1> ^-g-^ ^4*1^ 

^•71 444 1 « 2^ 4^3 W *W tflM^-S.Ai GSKA>^ 

34«(Zimat. WtfSL) 3^13* *W 150 mg 5 ^ * 

4-5*4. WAi«t|.. 3- 4*4 HWWI lW. 2«4. 4«4. 6«44 41 

^4*0] 34^£- «<Hf3<H *4€ <8=* UV ^#7lS. SNWfct*. °H, 278 nm 
jio^i ^o> ^.g-ofl 4-^4*1 4W-53 «Mfl« *H*W * ^ ^ 



<81> 



<82> 
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<83><Al^cfl 2> ^^^4 -§-#^1^ 

<84> #71 1 * 24 #1iS 4*fili4 *ut«-**i gska>^ 

:?U«(Zinnat, =tia*lU* 44 150 mg *>-§-*>4 

y"| jji. -MfrAl** ^*84£4. °H, 0.05 4 $A>4*r4^ (pH 7.0) 900 ntf* 

-§-#<*»JliiL A}-g-*fcH, 37 ±0.5 V<$*\ 100 rpm<L3. tfl^43l 4| 77fl^4 -§-#a]^^ f ^1 2 
7l*fl€ wH 44 ^W£4- 

< 85 > -g-f^ UV ^f7lf <>1*«H 278 nm 4#«*fl>H ^4*>&4. 

<86> zl ^4, £ 3«hi 44^ 44- ^-oi, ^ «^6n 4€- 4*m *n*o*r 

-B-A>tb ^H^l -§-#^# 44*fl&4. 

<87> <A]^ofl 3> 4^1 JLifAl^ 

<88> #71 *ll*)H 1 £ 221 ^12:^ >|**MJ 4^4 *)H4 tfl2^iL5L4 GSKA>4 

^imCZinnat, *iafc*l«* 44 *MHS*1 150 mg ^**iS *M 

*N 3:4» ^#44 4tb ^^A}§ ^4£4. 

<89> ^-mSLJL, *MH 14 *M. *MH 24 *M1 * 3^4^ a|W43 4rMim 

S*| 150 mg 5 >>*<* 7>*M a^* *atfr«4-. 20-30 ^14 

^ ^ 5<H4<*XI a]^# loift <*H H^sXI *Ka 4^- :a44 

jlpI^h, ^ 3.44 #5L* :a4#2E3. «H *%7}*}zl zl 4** a 1*1 44*fl&4 
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<9o> £ ^o] flftjL 2^1 °]-s}<£ 

<91> [5. 11 









^MHI l 


A 


A 


*)|*| oil 2 


A 


A 




A 


C 



#^ 2005/1/17 
A, 3 5tl^ *fl£r B, 6 vfl^l 8 



<92> 



<93><Al^<m 4> -M 0 !^** ^V^M ^ ^1- ^ 



<94> ^-7i i&i *n^a ***** ^^-^ GSKA> ^ ^ 

BCZinnat, ^-^S) 32^1^ ^ # 2 mil ^l^HS 20 mg/kg *fl 

#^o.3L SD3l *£B(RatH 3^* €: 31 (sonde)* A V§-*H 3^°^^. ^ 30 ' 

60, 120, 180 , 300 , 420-gr ^ ^>r. /tor*. 5c/., to/. 39. 

No. 4. 361-365(1999))^ HHM *1» °1 

^ ^ aS.">S3^3qs omMdnertsil) ODS-2 

(4.6x250 mm) C 18 , 0 .05 M tf5L*<ll<M *M(pH 3.2):o>A|£v| S « 

(86:14 (v/v))* WH1.0 ml/*M 50 ^ 280 nm UV €1 

7is. M^sa^. 
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<96> [S. 2] 





AUC7h (/ig.hr/ml)* 1 






»WI 1 


11.3 ±2.5 


1.0 ±0.0 


3.7 ±0.3 




7.3 ±2.5 


1.0 ±0.0 


2.9 ±1.1 


; 1 : yo^Jf 7A|?t <d*l j 
* 13 ; g)3 n)E^ ■ 1 



213}-] 

<97> ^7HAi #5Sj£ ^O], ^1^^ «M|^[ ^U^r 
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*0 l 1H . 

^l-s]^, °l^ri2^Hr*l, # a) # e)l °1H( sodium starch glycolate)^ °] 

I^t 1 * 31 

*)1 1 qH 5A°1^ > 

Bl^^ ej-xfl^ ^1^^-43 *MI«.l ^-^l « W^l* 

a> iiE|e 0.5 io f^-^, ^^3.^^>-<Him 6 >3.men< : >lH 0.5 10 

« -g-sMl o.i ifl^l io i^*Hr 3* aii^^ 4^- 

[^t 1 * 4] 

*ll l *M fl^W. 
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51 
6] 

A 4 ^] SH^K. 

0.2 ^1 10 g ^t^^ *|*7>^* ^7>^ll 0.02 vfl^l 50 S^SKr 

71 

3) #741 2)21 -§-g-^#^r * 1^3: 3.7} S. A^ 2 ^ #741 

^i 7 'flan, 

#74) lHM -§-8- ^r£.^ 60 75 °C^1 3^ ^<L3, ^ . 
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[S. la) 

0.0 



-02 



561 

5J ? -as 
5IU 



-OS 



-0.0 
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[51 lcl 



-0.2 

-CL4 
-06 


55351 










42.103 










3oT 

sm 

-12 
-1.6 


PoaK: 43.32. 
Heat: 0.0468 Vlk 


L ' 








































»©afc; 62.41 
leafc 9.2732J/g 
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120 




[5L 4] 



| 3 

w 

-HO 

m 

m 2 



•5!MlH(n=3) 
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